

(c) contacting said aniigen source of step (b) with said sample of body fluid, so as 
to obtain a mixtura wherein said antigen binds with autoantibody present in 
said sample of body fluid; 

(d) allowing said mixtilre obtained in step (c) to flow along said substrate of step 
(a) to said antibody immobilized to said substrate; 

(e) providing labeling means so as to permit monitoring of binding of said 
autoantibodies and said antigen; and 

(f) monitoring said binding so as to provide an indication of the presence of said 
autoantibody in said sample of body fluid; 

wherein said autoantibody when present in said sample being screened binds with 
said antigen in step (c) so that in step (d) binding of the immobilized antibody to 
said binding site of said antigen is precluded where the autoantibody has bound 
with the binding site of said antigen in step (c). 



152. (New) The method accoMng^ claim 151, comprising screening said sample of 
body fluid for at least first and second autoantibodies to said antigen, wherein at 
least first and second antibodies to said antigen are inmiobilized on said substrate 
in step (a). 1 

153. (New) The method accordmg to claim 152, wherein said antigen comprises: 

a first binding site ta which either said first autoantibody or said first 
immobilized antibody bindsl whereby in step (d) binding of said first immobilized 
antibody with said first binding site is precluded where said first autoantibody has 
bound with said first binding kite in step (c); and 

a second binding site ro which either said second autoantibody or said 
second immobilized antibody pinds, whereby in step (d) binding of said second 
immobilized antibody with saifl second binding site is precluded where said 
second autoantibody has bounol to said second binding site in step (c); 

wherein said first and second binding sites are distinct sites on said 
antigen, 1 




154. (^vfew) The method according to claim 151, wherein said labeling means 
comprises labeled antigen. 

155. (New) Yhe method according to claim 151, wherein said labeling means 
comprises^a non-immobilized labeled antibody, wherein said non-immobilized 
labeled antibody binds with said antigen at a binding site distinct from a binding 
site for either)^) said autoantibody or autoantibodies being screened for or (ii) 
said immobilizeci antibody or antibodies, whereby in step (d), antigen is allowed 
to be bound both said immobilized antibody and to said non-immobilized 
antibody. 

1 56. (New) The method according to claim 151, further comprising providing a 
positive control that is prestmt in the presence or absence of the autoantibody or 
autoantibodies being screenec 

157. (New) The method according to dlaim 156, wherein the positive control 
comprises at least one control antibody to the antigen, said control antibody 
attached to the substrate, wherein said\ontrol antibody binds to a site on the 
antigen distinct from a binding site thereaffor the autoantibody or autoantibodies 
being screened. 

158. (New) The method according to claim 151, wh^ein said antigen is a thyroid 
protein. 

159. (New) The method according to claim 151, wherein s^ antigen is thyroid 
stimulating hormone receptor. 



160. (New) The method according to claim 151, wherein said antigen is selected from 
the group consisting of thyroid peroxidase and thyroglobulin. 
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161. KsNew) The method according to claim 151, further comprising screening for the 
presence of at least one of thyroid stimulating hormone, thyroxine, tri- 
iodothyronine and thyroglobulin in said sample of body fluid. 

162. (New) Thevmethod according to claim 151, wherein said monitoring comprises 
observing a coJorimetric change dependent on said binding of said autoantibody 
or autoantibodies with said antigen. 

163. (New) The method according to claim 151, wherein said labeling means is 
colloidal gold. 

164. (New) The method according to claim 151, wherein said substrate comprises a 
membrane of nitrocellulose, cellulose acetate or a polyamide. 

165. (New) The method according to claim 151, wherein said substrate comprises an 
application zone provided upstream orsaid immobilized antibody on said 
substrate, and wherein said mixture is allowed to flow from said application zone 
along said substrate to said immobilized annbody. 



166. 



(New) The method according to claim 165, whetein said application zone 
contains said source of said antigen, and said mixtu^ is obtained by contacting 
said sample of body fluid with said antigen in said application zone. 



167. 



(New) The method accc^rding to claim 166, wherein said substrate further 
comprises at least one nc ►immobilized antibody to said antigen , wherein said 
non-innmobilized antibocfS^s pi 
application zone. 



y is provided downstream of said antigen source in said 



\ 



168. (New) A method of screening a sample of body fluid fonfirst and / or second 
autoantibodies to at least one antigen, which method comprises/ 



(a^ providing a first antibody to said antigen, wherein said first antibody is 
lobilized on a substrate; 

(b) providing a second antibody to said antigen, wherein said second antibody is 
non^immobilized so that said second antibody can flow along said substrate; 

(c) providing a source of said at least one antigen, said antigen comprising a first 
bindine site to which either the first autoantibody or the immobilized antibody 
binds and a second binding site to which either the second autoantibody or the 
non-immobiUzed antibody binds; 

(d) contacting m said antigen source, (ii) said sample of body fluid and 
simultaneously or successively (iii) said non-immobilized antibody, so as to 
obtain a mixturfe wherein said antigen binds with autoantibodies present in 
said sample of body fluid and / or said non-immobilized antibody; 

(e) allowing said mixture obtained in step (d) to flow along said substrate of step 
(a) to said immobilized antibody; 

(f) providing labeling memis so as to permit monitoring of binding of said 
autoantibodies and said alntigen; and 

(g) monitoring said binding soVs to provide an indication of the presence of said 
autoantibodies in said sample^of body fluid; 

whereby said first and / or second autoantibodies when present in said sample 
being screened bind with said first and / or second binding sites of said antigen 
respectively so that subsequent bindingspf said immobilized and / or non- 
immobilized antibodies with said first an(i / or second binding sites of said antigen 
respectively is precluded where the first anq^/ or second autoantibodies have 
previously bound with said first and / or secoW binding sites of said antigen. 

169. (New) The method according to claim 168, wherein said labeling means 
comprises labeled second antibody. 

170. (New) The method according to claim 168, fiirther coi^rising providing a 
positive control that is present in the presence, or absence\f the autoantibody or 
autoantibodies being screened. 
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171 . ^ew) The method according to claim 170, wherein said positive control 
comprises attaching to the substrate at least one control agent that binds to the at 
least one non-immobilized antibody. 

172. (New) Thesmethod according to claim 168, wherein said antigen is a thyroid 
protein. \ 

173. (New) The method\ccording to claim 168, wherein said antigen is thyroid 
stimulating hormone receptor. 

174. (New) The method accord W to claim 168, wherein said antigen is selected from 
the group consisting of thyroia\peroxidase and thyroglobulin. 

175. (New) The method according to clkim 168, further comprising screening for the 
presence of at least one of thyroid stimulating hormone, thyroxine, tri- 
iodothyronine and thyroglobulin in said sample of body fluid. 

176. (New) The method according to claim 168, wherein said monitoring comprises 
observing a colorimetric change dependent on said binding of said autoantibody 
or autoantibodies with said antigen. 

177. (New) The method according to claim 168, wherein saio^beling means is 
colloidal gold. \ 

178. (New) The method according to claim 168, wherein said substrarte comprises a 
membrane of nitrocellulose, cellulose acetate or a polyamide. 

179. (New) The method according to claim 168, wherein said substrate compirises an 
application zone provided upstream of said immobilized antibody on said \ 
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Vubstrate, and wherein said mixture is allowed to flow from said application zone 
alcmg said substrate to said immobilized antibody. 

180. (New)Vrhe method according to claim 179, wherein said application zone 
containsNsaid source of said antigen, and said mixture is obtained by contacting 
said samplfe of body fluid with said antigen in said application zone. 

181. (New) The mWod according to claim 180, wherein said substrate further 
comprises the ncvn-immobilized second antibody to said antigen, wherein said 
non-immobilized s^ond antibody is provided downstream of said antigen source 

182. A kit for screening a sample of body fluid for at least one autoantibody to at least 
onesantigen, which kit comprises: 

(a) at least one antibody to said at least one antigen immobilized on a substrate; 

(b) a soutee of said at least one antigen, the antigen having a binding site to which 
either tfte immobilized antibody or said autoantibody being screened binds; 

(c) means for Gontacting said antigen source with said sample of body fluid, so as 
to obtain a mixture wherein said antigen binds with autoantibody present in 
said sample of body fluijif" 

(d) means for allowing saicT^ixtoe to flow along said substrate to said antibody 
immobilized to said suB^mte; and 

(e) labeling means so as to permit monitoring of binding of said autoantibodies 
and said antigen, so as to provK^ an indication of the presence of said 
autoantibody in said sample of bohv fluid. 

183. (New) The kit according to claim 182 for scrying said sample of body fluid for 
at least first and second autoantibodies to said anti^, wherein said kit comprises 
at least first and second antibodies to said antigen immobilized on said substrate. 



184. 



(New) The^it according to claim 183, wherein said antigen comprises: 
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\a first binding site to which either said first autoantibody or said first 
immobiNzed antibody binds, whereby subsequent binding of said first 
immobiUzed antibody with said first binding site is precluded where said first 
autoantibody has previously bound with said first binding site; and 

a seoond binding site to which either said second autoantibody or said 
second immobilized antibody binds, whereby subsequent binding of said second 
immobilized antibody with said second binding site is precluded where said 
second autoantibody has previously bound to said second binding site; 

wherein said first and second binding sites are distinct sites on said 
antigen. \ 

185. (New) The kit according to claim 182, wherein said labeling means comprises 
labeled antigen. \ 

186. (New) The kit according ro claim 182, wherein said labeling means comprises a 
non-immobilized labeled antibody, which non-immobilized labeled antibody 
binds with a site on said antigen distinct firom a binding site for either (i) said 
autoantibody or autoantibodiesNbeing screened or (ii) said immobilized antibody 
or antibodies, whereby antigen isvallowed to be bound both to said immobilized 
antibody and to said non- immobilized labeled antibody. 

187. (New) The kit according to claim 182)iurther comprising a positive control that 
is present in the presence or absence of tne autoantibody or autoantibodies being 
screened. \ 

188. (New) The kit according to claim 187, whereiV the positive control comprises at 
least one control antibody to the antigen attacheoyto the substrate, wherein the 
control antibody binds to a site on the antigen distinct fi'om a binding site thereof 
for the autoantibody or autoantibodies being screeneli. 

189. (New) The kit according to claim 182, wherein said antfjeen is a thyroid protein. 
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190. (^ew) The kit according to claim 182, wherein said antigen is thyroid stimulating 
homone receptor. 

191. (New) l^e kit according to claim 182, wherein said antigen is selected from the 
group consisting of thyroid peroxidase and thyro globulin. 

192. (New) The kitVccording to claim 182, further comprising means for screening 
for the presence cif at least one of thyroid stimulating hormone, thyroxine, tri- 
iodothyronine and \hyro globulin in said sample of body fluid. 

193. (New) The kit accordmg to claim 182, wherein said labeling means is colloidal 
gold. \ 

194. (New) The kit according taclaim 182, wherein said substrate comprises a 
membrane of nitrocellulose, Oiellulose acetate or a polyamide. 

195. (New) The kit according to claim 182, wherein said substrate comprises an 
application zone provided upstream of said immobihzed antibody on said 



196. (New) The kit according to claim 195, wherein said application zone contains 
said source of said antigen. \ 

197. (New) The kit according to claim 196, wherW said substrate further comprises 
at least one non-immobilized antibody to said antigen, wherein said non- 
immobilized antibody is provided downstream of said antigen source in said 
application zone. \ 

198. A kit for screening a sample of body fluid for first and / or second autoantibodies 
to at least one antigen, which method^omprises: \ 



substrate. 
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j) a first antibody to said antigen, wherein said first antibody is immobilized on a 
substrate; 

(b) a\econd antibody to said antigen, wherein said second antibody is non- 
immobiUzed so that said second antibody can flow along said substrate when 
presem in a mixture; 
(a) a sourckof said at least one antigen, said antigen comprising a first binding 
site to wnkh either the first autoantibody or the immobilized antibody binds 
and a secoiwi binding site to which either the second autoantibody or the non- 
immobilized antibody binds; 

(d) means for contacting (i) said antigen source, (ii) said sample of body fluid and 
simultaneously or^6uccessively (iii) said non-immobilized second antibody, so 
as to obtain a mixture wherein said antigen binds with autoantibodies present 
in said sample of bodwluid and / or said non-immobiUzed antibody; 

(e) means for allowing said i^ixture to flow along said substrate to said 
immobilized antibody; 

(f) labeling means so as to permk monitoring of binding of said autoantibodies 
and said antigen, so as to provioe an indication of the presence of said 
autoantibodies in said sample of body fluid. 

199. (New) The kit according Wflaim 198, wherein said labeling means comprises 
labeled non-immobiUzed serond antibody. 

200. (New) The kit according to claim 198, fiirthek comprising a positive control that 
is present in the presence or absence of the auto^tibody or autoantibodies being 
screened. 

201. (New) The kit according to claim 200, wherein theVositive control comprises at 
least one control agent attached to the substrate and B|nds to the at least one non- 
immobilized antibody. 

202. (New) The kit according to claim 198, wherein said antigen is a thyroid protein. 
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203. (New) The kit according to claim 198, wherein said antigen is thyroid stimulating 
hcWone receptor. 

204. (NewXlhe kit according to claim 198, wherein said antigen is selected from the 
group coaisisting of thyroid peroxidase and thyroglobuUn. 

205. (New) TheVit according to claim 198, further comprising means for screening 
for the presence of at least one of thyroid stimulating hormone, thyroxine, tri- 
iodothyronine and thyroglobuUn in said sample of body fluid. 

206. (New) The kit according to claim 198, wherein said labeling means is colloidal 
gold. 

207. (New) The kit accordinjg to claim 198, wherein said substrate comprises a 
membrane of nitrocellulose, cellulose acetate or a polyamide. 

208. (New) The kit according to claim 198, wherein said substrate comprises an 
application zone provided upstream of said immobilized antibody on said 
substrate. 

209. (New) The kit according to claim 20§, wherein said application zone comprises 
said source of said antigen. 



210. (New) The kit according to claim 209, whVein said substrate further comprises 
the non-immobilized second antibody to saidVitigen, wherein said non- 
immobilized second antibody is provided downstream of said antigen source in 
said application zone. 
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